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Introduction
Until now literature has presented a few models of multicentric breast cancer definition. That blur is sometimes caused by the term of multifocality, which is important to distinguish because of a different way of development, localization and spread.
Namely, today the established attitude of pathologists is that multifocality presents a polytopic growth of malignant cells within one duct and its branches i.e. appearance of multiple focuses of the same tumor in the same duct 1 .
On the other side, there are some definitions in literature for identification of UMBC: a) gross primary tumor with minimum one satellite node; b) histopathologically discontinued tumors with intra-ductal invasion; c) minimum one cut between tumor through normal tissue 2 ;
d) each additionally focus of the tumor in a different quadrant of primary tumor or in the same quadrant, but at minimally 2.3 cm distance 3 ; e) possible clonal proliferation of the solitary cancer 4 .
Some authors believe that the majority of multicentric tumors actually present intraductal polytopical metastases of the same lesion, which means that they are multifocal 5 . Obviously, the key of this problem is separation of two or more breast tumors. These attitudes differ, from the opinion according to which only one pure histological cut between two tumors is sufficient, to the one in which tumors must be localized in different breast quadrants.
The inconsistency of the problem definition is followed by a different incidence of UMBC which ranges, according to publications, from 10.3% to 65.0% [1] [2] [3] [6] [7] [8] [9] [10] [11] . According to AJCC/UICC 12 accepted models of TNM classification, only the largest tumors (indexed) are considered as T in the multicentric form of breast cancer. The aim of this study is to offer, based on our own experience, some answers to the dilemma of potentially higher aggressiveness of multicentric than monocentric breast cancer (MOBC), and a higher liability of local recurrence and distant metastases, survival rate etc. which is due to its clinical, biological and histopathological characteristics.
Materials and Methods
According to the retrospective analysis among totally 296 operated patients with breast cancer (various stages), 29 (9.8%) multicentric and 14 (4.7%) multifocal tumors were found. The group of patients with multicentric disease was analyzed, but the group of patients with multifocal cancer was not taken into account. The average age of patients was 63.4 (range 36-85).
The aim was to answer the following question: is the multicentric cancer significantly more aggressive than monocentric cancer in the control group of 267 patients?
The position of primary (indexed) and secondary (satellite) tumors was considered depending on different breast quadrants. The number and size of tumor were also included. It is important to mention that pathologists lacked the accurate description of the number and size of satellite tumors in some patients.
Scintimammography by the Tc-99m was not performed preoperatively, but all patients had accurate mammographic and ultrasound findings, which did not indicate multicentricity in any case. We performed breast mastectomy with axillar exenteration, without sentinel-node biopsy, after the histopathological examination proved multicentricity with free margins. The removed breast was later histologically examined in total according to the standardized procedure of our pathologist. Following the description of indexed tumor, histologically suspect areas and quadrant of the breast were examined. Our criteria of multicentricity were: minimum one cut through the normal breast tissue between two or more tumors.
The follow-up was determined by the period from the time of operation to the last control examination in our Breast Center.
The adjuvant therapy by the established algorithms was preformed in two oncological centers: University Clinic for Tumors, Zagreb, and Clinical Hospital Osijek, Department of Oncology, and partially in General Hospital in Po`ega. The survival was evaluated by the Kaplan -Meier cumulative survival proportion ( Figure 1 ). Hormonal dependence and histological grade of tumor according to Bloom-Richardson were tested at three levels.
Results
The average follow-up period was 6.5 years (range 0.2-12 years). Primary tumor dimensions were 1.0-6.2 cm, average 1.9 cm; for some secondary tumors there were no precise descriptions in pathological findings.
Satellite nodes were found in the range from 1-6; they were localized in the same quadrant in 16 (55.2%) patients and in 2 or more quadrants in 13 (44.8%) patients. There were 9 (31%) women with one satellite node, 7 (24.1%) women with two satellite nodes and 13 (44.8%) women with three or more satellite nodes. There were 26 (89.6%) patients with identical histopathological findings of primary and secondary tumor. The histopathological type of UMBC is shown in Table 1 . The most common type was invasive ductal carcinoma (79.3%).
The tumor appeared bilaterally in two cases. Local recurrence was found in three (10.3%) patients. A five-year period without disease was achieved in 24 (82.7%) women. There were 20 (68.9%) women with positive axillar nodes (N1-2) and 9 (31.0%) women without metastasis in lymph nodes.
A high level of tumor hormonal dependence was noted in 12 (41.4%) operated patients, out of which most were G2 grade according to Bloom-Richardson. The analyzed UMBC were mostly (55.2%) at lower stages; I and IIA (T1-2, N0-1, M0), but 13 (44.8%) patients had tumors in advanced stages; IIB, IIIa and IIIB.
The results of the surgical treatment of UMBC were best presented by the number of local recurrences in each series. There were 10% local recurrences in our sample; all of those patients were IIIA stage and died within a 5-year follow-up.
Discussion
Literature data of several protocols present UMBC incidence rate ranging from 10.3% to 65.0% [1] [2] [3] [6] [7] [8] [9] [10] [11] , which depends on the definition of multicentricity and on the surgical sampling method [6] [7] [8] [9] [10] [11] . There were 9.8% patients with UMBC revealed in our study.
Although the final detection of multicentric cancer is feasible by histopathological examination of breast tissue sample, the possibility of revealing the multicentricity should help us to identify the candidates for possible conservative breast surgery 3 . Scintimammography Tc-99m is a powerful additional diagnostic method besides classical mammography and ultrasonography in the detection of that particular breast cancer type 13 . Preoperative detection of multicentricity and multifocality could significantly change the concept of treatment for several patients.
The definition of distance between primary node and satellite lesions seems disputable. According to some studies, only one cut through normal breast tissue between two tumors 2 could be enough. According to other protocols, multicentricity is defined as »any additional focus in different breast quadrants or in the same quadrant, but not less than 2.5 cm distant from the indexed node« 3 . There is an opinion according to which only the lesions which present in separated breast quadrants should be considered as independent tumors 1 .
Our attitude is that multicentric tumor is each one which is physically separated from another node by normal breast tissue, irrespective of their distance.
Our retrospective study was partly laden by insufficient description of the satellite nodes in some patients. It is important that each breast, after proven multicentricity in tissue sample, later underwent a complete, serial, histopathological examination. It means that samples were taken from all quadrants, which correspond to long ago established protocols of numerous histopathological institutes 7, 11, 14, 15 . Although scintimammogra- The results of our study rank us among authors who did not prove a higher aggressiveness of UMBC bearing on general survival and recurrence-free period 9 .
Surely, there are other results. After dissection of the whole breast, Egan verified mortality rate of 65% in UMBC patients versus only 27% mortality rate in MOBC patients stage II 17 . During the observed period, we proved a major axillar lymph nodes invasion by the tumor cells in UMBC patients (68.9%) versus MOBC patients (59.9%), which correlates with some other protocols 1, 14, 18 .
Nevertheless, if the status of axillar lymph nodes is a relevant prognostic factor in breast cancer, there is an open question: why the survival rate and disease-free period in UMBC patients, despite a higher incidence of positive axilla, in our study (as in other authors) is the same as in monocentric cancer? Vlastos supposes that in UMBC groups there probably exists a synergistic combination of favorable prognostic factors (increased estrogen receptors, lower incidence of invasive ductal carcinoma etc.), which was not proved in our patients. Also, this study did not confirm a significant correlation between lobular type of breast cancer and multicentric incidence. Depending on free histopathological margins, all patients underwent modified radical mastectomy (MRM), which was also performed by the majority of authors, who consider multicentricity a contraindication for conservative breast surgery [19] [20] [21] [22] .
Conclusion
According to the presented clinical, biological and histological characteristics of UMBC in 29 out of 296 patients, the results of this study have unquestionably shown that the multicentricity of the breast cancer in cases of N0-1 tumor stage does not significantly increase the risk of poor prognosis and five year disease -free period.
The cumulative proportion survival rate according to Kaplan-Meier showed extremely low survival in patients at advanced tumor stages.
A correlation between lobular and its more frequent multicentric presentation wasn't proved by this study.
